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*** ANNOUNCEMENT *** 
** * 

--File 581 - The 2003 annual reload of Population Demographics is 
complete. Please see Help News581 for details. 

*** 

--File 156 - The 2003 annual reload of ToxFile is complete. Please 
see HELP NEWS156 for details. 

* * ★ 

--File 990 - NewsRoom now contains February 2003 to current records. 
File 992 - NewsRoom 2003 archive has been newly created and contains 
records from January 2003. The oldest months ' s records roll out of 
File 990 and into File 992 on the first weekend of each month. 
To search all 2003 records BEGIN 990, 992, or B NEWS2003, a new 
OneSearch category. 

** * 

--Connect Time joins DialUnits as pricing options on Dialog. 
See HELP CONNECT for information. 

** * 

--CLAIMS/US Patents (Files 340,341, 942) have been enhanced 
with both application and grant publication level in a 
single record. See HELP NEWS 340 for information. 

* * * 

--SourceOne patents are now delivered to your email inbox 
as PDF replacing TIFF delivery. See HELP SOURCEl for more 
information. 

*** 

--Important news for public and academic 
libraries. See HELP LIBRARY for more information. 

** * 

--Important Notice to Freelance Authors-- 
See HELP FREELANCE for more information 

*** 
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***TRADEMARKSCAN-Hungary (File 681) 

***TRADEMARKSCAN- Poland (File 682) 

* * * 

UPDATING RESUMED 

** * 
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***Population Demographics -(File 581) 
***CLAIMS Citation (Files 220-222) 
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***U.S- 'Patents Fulltext 1980-1989 (File 653) 
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4/3, K/1 (Item 1 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts . reserv. 

14907338 22654974 PMID: 12769752 

Pleiotropic Effects of Cytokines on Acute Myocardial Infarction: G-CSF as 
A Novel Therapy for Acute Myocardial Infarction. 

Takano Hiroyuki; Ohtsuka Masashi; Akazawa Hiroshi; Toko Haruhiro; Harada 
Mutsuo; Hasegawa Hiroshi; Nagai Toshio; Komuro Issei 

Department of Cardiovascular Science and Medicine, Chiba University 
Graduate School of Medicine, 1-8-1 Inohana, Chuo-ku, Chiba 260-8670, Japan, 
komuro - tky@umin .ac.jp 

Current pharmaceutical design (Netherlands) 2003, 9 (14) pll21-7, 
ISSN 1381-6128 Journal Code: 9602487 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: In Process 

Many cytokines have been reported to be increased in human and animal 
models with cardiovascular diseases. ^Myocardial* infarction (MI) is 
accompanied with an inflammatory reaction which induces cardiac dysfunction 
and remodeling. The inflammatory reaction has been investigated in animal 
models of MI or *myocardial*. ischemia -reper fusion injury. The mechanisms by 
which *cytokine* cascade is activated in the infarcted ^myocardium* have 
been recently elucidated. Several hematopoietic growth factors including 
interleukin-3 (IL-3) , IL-6, granulocyte-macrophage colony-stimulating 
factors (GM-CSF) , granulocyte colony-stimulating factor (G-CSF) , and ^stem* 

* cell* factor _,L*SCF*^ ) have been reported to be positive regulators of 
granulopoiesis and act at different stages of myeloid cell development. 
G-CSF plays a critical role in regulation of proliferation, 
differentiation, and survival of myeloid progenitor cells. G-CSF also 
causes a marked incre ase in the_ relea se of hematopoietic *stem^ *ceiis^ 

tiiSgs1*"''^i'nrtio'^~t^^ a proces s'^^jLer^ 

*mobi= l°i'!ga€i'orr* 'T^^^'^ATt hough cardiac myocytes have been considered as 
terminally aif f erent iated cells, it has been recently reported that there 
are many proliferating cardiac myocytes after MI in human *heart* . After it 
was demonstrated that bone marrow *stem* *cells* (BMSCs) can differentiate 
into cardiac myocytes, *myocardial* regeneration has been widely 
investigated. Recently, G-CSF has been reported to improve cardiac function 
and reduces mortality after acute MI. Although the mechanism by which G-CSF 
ameliorates cardiac dysfunction is not fully understood, there is the 
possibility that G-CSF may regenerate cardiac myocytes and blood vessels 
through *mobilization* of BMSCs. In the future, *cytokine* -mediated 
regeneration therapy may become to be a novel therapeutic strategy for MI. 



4/3, K/2 (Item 2 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

14638028 22189334 PMID: 12201361 

Normal donor bone marrow is superior to FltS ligand-*mobilized* bone 
marrow in prolonging heart allograft survival when combined with anti-CD40L 
(CD154) . 

Hackstein Holger; Wang Zhiliang; Morelli Adrian E; Kaneko Katsxahiko; 
Takayama Takuya; Colvin Bridget L; Bein Gregor; Thomson Angus W 

American journal of transplantation - official journal of the American 
Society of Transplantation and the American Society of Transplant Surgeons 
(Denmark) Ang ^ 2002. 2^ (7) p609-17, ISSN 1600-6135 Journal Code: 
100968638 ^^"""^ 

Contract/Grant No.: 1R21 HL69725-01; HL; NHLBI ; R01AI41011; AI ; NIAID; 
ROIDK 49745; DK; NIDDK 



Document type: Journal ^|^^cle 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type: Completed 

Normal donor bone marrow is superior to Flt3 ligand-*mobilized* bone 
marrow in prolonging heart allograft survival when combined with anti-CD40L 
(CD154). 

Flt3 ligand (FL) administration markedly increases bone marrow (BM) 
*stem* *cells* and immature dendritic cells. We investigated the influence 
of CD4 0-CD40Ligand (CD154) pathway blockade on antidonor immunity, 
*cytokine* production, microchimerism and *heart* graft survival in BALB/c 
(H2d) recipients of fully allogeneic C57BL/10 (H2b) FL-*mobilized* BM 
(FL-BM) or normal BM. Anti-CD40L mAb strongly suppressed anti-donor T-cell 
proliferative responses in recipients of either normal or FL-BM. . . 

: . . activity, especially in recipients of FL-BM. Interestingly, CD40L 
blockade was more effective in recipients of multiple compared with single 
donor BM infusions . Anti-donor ^cytokine* responses revealed complete 
impairment of IFN-gamma, IL-4 and IL-10 production in recipients of normal 
BM and CD4 0L mAb. By contrast, and in. . . 

. . .produce IFN-gamma CD40-CD40L blockade did not promote microchimerism, as 
evidenced by immunohistology and real time polymerase chain reaction. 
Nevertheless, anti-CD40L mAb enhanced *heart* allograft survival in 
recipients of FL-BM, but the effect was inferior to that achieved with 
normal BM. These data provide insight into the influence. . . 



4/3, K/3 {Item 3 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

14035091 22317934 PMID: 12430844 

Stem cell repair in ischemic heart disease: an experimental model. 

Orlic Dona-l-dvet-^al 



MD, 

tig 2002, ) 76 Suppl 1 



NatT-onal Human Genome Research Institute/NIH~Befet 
/international journal of hematology (Ireland) 
VLi4-5, ISSN 0925-5710 Journal Code: 9111627^ 

Documenft ype-:— Jou-ma 1-Ar-td G Le- 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: In Process 

Bone marrow *stem* *cells* (BMSC) from adult mice are now believed to 
generate non-hematopoietic cell types. This newly defined property is 
referred to as *stem* *cell* plasticity. We tested the potential of lineage 
negative c-kit positive (Lin- c-kit+) , GFP+ BMSC to differentiate into 
cardiac myocytes in *myocardial* infarcts produced by ligation of the left 
coronary artery. At 9 days post-transplant the hearts showed a band of 
developing GFP+ myocytes within the damaged *myocardium* . These GFP+ 
myocytes were positive for cardiac specific myosin and early expressed 
transcription factors. Endothelial cells and smooth muscle cells also 
developed from the donor bone marrow cells. Left ventricular end diastolic 
pressure (LVEDP) and left ventricular developed pressure (LVDP) were 
improved. Lin-c- kit- cells did not regenerate *myocardium* . We next tested 
the ability of *cytokine*-*mobili2ed* BMSC to regenerate *myocardium* . 
Nuclei in regenerating cardiomyocytes were positive for Csx/Nkx 2.5, GATA-4 
and MEF2 , Cytoplasmic proteins included desmin, nestin and connexin 43. 
Regenerating arterioles. . . 

... of endothelial cells and smooth muscle cells positive for Ki67, and 
flkl. These regenerating vessels contained circulating TER119 positive red 
blood cells. Repair of infarcted *myocardium* resulted in improved *heart* 
function and survival. At day 27 after *cytokine* treatment and surgery, 
11 of 15 mice survived compared with 9 of 52 non-treated mice. Left 
ventricular ejection fraction in infarcted hearts in *cytokine* -treated 



l^^igher than the ejection fracti^^in non-treated 
D^Ways following coronary artery^^clusion. These 

to 



mice was 48%, 62% and 114J 

mice at 9, 16 and 26^^ays following coronary artery 

findings demonstrate that circulating autologous *stem* *cells* traffic to^ 
the ischemic, infarcted *myocardium* and undergo differentiation into i 
cardiomyocytes and vascular structures. We conclude that adult BMSC have I 
the potential for repair in acute, ischemic *heart* disease. 
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DIALOG (R) File 155 : MEDLINE (R) 
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09631389 21417718 PMID: 11504914 

♦Mobilized* bone marrow cells repair the infarcted heart, improving 
function and survival. 

Orlic D; Kajstura J; Chimenti S; Limana F; Jakoniuk I; Quaini F; 
Nadal-Ginard B; Bodine D M; Leri A; Anversa P 

Cardiovascular Researc-h- — xnstTtute^ — Department of Medicine, New York 
Medical Colle^,^Va^l'halla, NY 10595, USA. ^"'"^'"--v^^^ 

f Proceedings of the National Academy of Science^ of the United States of 
Arfe^cijQa :;;tunited State^^ Ana 7CU[i i^ , JJ,fl-V--^i 0-^44-9 . isSN 0027-8424 
Journal Code: 75U5*8'7"S 

Contract /Grant No.: AG-15756; AG; NIA; AG-17042; AG; NIA; HL-38132; HL; 
NHLBI; HL-39902; HL; NHLBI ; HL-43023; HL; NHLBI ; HL-65577; HL; NHLBI ; 
HL-66923; HL; NHLBI 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

^Mobilized* bone marrow cells repair the infarcted heart, improving 
function and survival. 

... be required for the transdif f erentiation of primitive BMC: tissue 
damage and a high level of pluripotent cells. On this basis, we 
hypothesized here that BMC, *mobili2ed* by *stem* *cell* factor and 
granulocyte-colony stimulating factor, would home to the infarcted region, 
replicate, differentiate, and ultimately promote ^myocardial* repair. We 
report that, in the presence of an acute *myocardial* infarct, *cytokine* 
-mediated translocation of BMC resulted in a significant degree of tissue 
regeneration 27 days later. * Cytokine* -induced cardiac repair decreased 
mortality by 68%, infarct size by 40%, cavitary dilation by 26%, and 
diastolic stress by 70%. Ejection fraction progressively increased and. . . 

... consequence of the formation of 15 x 10(6) new myocytes with arterioles 
and capillaries connected with the circulation of the unaffected ventricle. 
In conclusion, *mobilization* of primitive BMC by cytokines might offer a 
noninvasive therapeutic strategy for the regeneration of the *myocardium* 
lost as a result of ischemic *heart* disease and, perhaps, other forms of 
cardiac pathology. 

; Cell Differentiation; Cell Division; Granulocyte Colony-Stimulating 
Factor- -pharmacology- -PD; Heart Ventricle- -pathology- -PA; Heart Ventricle 
--physiopathology--PP; Hematopoietic Stem Cell *Mobi lizat ion*- -methods --MT; 
Mice; Mice, Inbred C57BL; Myocardial Infarction- -pathology- -PA; Myocardial 
Infarction--physiopathology--PP; Regeneration; Stem Cell Factor 
- -pharmacology- - PD ; Transplantat ion , I sogeneic 



4/3, K/5 (Item 5 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

09024997 20318720 PMID: 10861056 

Hicrochimerism, donor dendritic cells, and alloimmune reactivity in 
recipients o£ Flt3 ligand-*mobilized* hemopoietic cells: modulation by 
tacrolimus. 

Morel li A E; Antonysamy M A; Takayama T; Hacks tein H; Chen Z; Qian S; 
Zurowski N B; Thomson A W 



Thomas E. Starzl Tra^^antation Institute and Depar^Mt of Surgery, 
University of Pittsburgh,^? 15213, USA. 

Journal of immunology (Baltimore, Md. - 1950) (UNITED STATES) Jul 1 
2000^ 165 (1) P226-37, ISSN 0022-1767 Journal Code: 2985117R 
.J^^feract/Grant No.: AI141011; AI ; NIAID; DK49745; DK; NIDDK 

Document type: Journal Article 

Languages: ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

Microchimerism/ donor dendritic cells, and alloimmune reactivity in 
recipients of Flt3 ligand-*mobilized* hemopoietic cells: modulation by 
tacrolimus . 

Flt3 ligand (FL) is a potent hemopoietic growth factor that strikingly 
enhances *stem* *cells* and dendritic cells (DC) in vivo. We examined the 
impact of infusing FL-*mobili2ed* bone marrow (BM) cells on microchimerism 
and anti-donor reactivity in normal and tacrolimus -immunosuppressed, 
noncytoablated allogeneic recipients. BM from BIO (H2b) mice given FL. . . 

... spleens of FL-BM recipients. Tacrolimus markedly enhanced 
microchimerism, which declined as a function of time. Ex vivo splenocyte 
proliferative and CTL responses and Thl *cytokine* (IFN-gamma) production 
in response to donor alloantigens were augmented by FL-BM infusion, but 
reduced by tacrolimus. Systemic infusion of purified FL-BM immature... 

. . . from FL-BM without affecting MHC class II or costimulatory molecule 
expression. Infusion of normal BIO BM cells at the time of transplant 
prolonged C3H *heart* allograft survival, whereas FL-BM cells did not. A 
therapeutic effect of tacrolimus on graft survival was observed in 
combination with normal, but not FL. . . 

Descriptors: Adjuvants, Immunologic- -pharmacology- -PD; *Dendritic Cells 
--transplantation--TR; *Hematopoiet ic Stem Cell ^Mobilization* ; 
*Hemat opoiet ic Stem Cel 1 Transplantat ion ; * I soant igens - - immunology- - IM ; 
*Membrane Proteins-- immunology- -IM; *Radiation Chimera --immunology- -IM ; 
*Tacrolimus- -pharmacology- -PD 



4/3, K/6 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
ic) 2003 BIOSIS. All rts. reserv. 

13632883 BIOSIS NO.: 200200261704 

High dose intravenous melphalan and autologous stem cell transplantation 
for the treatment of AL amyloidosis: Morbidity and mortality. 

AUTHOR: Sanchorawala Vaishali (a) ; Taper John(a); Seldin David C(a); Falk 
Rodney H(a); Dember Laura(a); Berk John(a); Finn Kathleen(a); Quillen 
Karen(a); Skinner Martha(a); Wright Daniel G{a) 

AUTHOR ADDRESS: (a) Boston University Medical Center, Boston, MA**USA 

JOURNAL: Blood 98 (11 Part 1) :p860a November 16, 2001 

MEDIUM: print 

CONFERENCE/MEETING: 43rd Annual Meeting of the American Society of 
Hematology, Part 1 Orlando, Florida, USA December 07-11, 2001 
ISSN: 0006-4971 
RECORD TYPE: Abstract 
LANGUAGE: English 

. . .ABSTRACT: by widespread, progressive amyloid deposition leading to 
multisystem organ failure and death. Aggressive treatment of AL 
amyloidosis with high dose intravenous melphalan followed by autologous 
*stem* *cell* transplant (HDM/SCT) is effective in inducing hematologic 
and clinical remissions and in extending survival. However, in our 
experience HDM/SCT is a challenging and toxic treatment for AL 
amyloidosis patients, given their multisystem disease. Morbidity and 
mortality is associated with all phases of HDM/SCT: during *stem* *cell* 
♦mobilization* and collection, during post -treatment myelosuppression, 
and following hematopoietic engraftment. Between 6/94 and 3/01, 250 
patients with AL amyloidosis, (median age=57, range... 



..53% had echocardiograpwR; evidence of cardiac involvement. Overall 
mortality during the 3-month peri-transplant period was 14%. Of the 250 
patients who began the *stem* *cell* ^mobilization* and collection phase 
of treatment, 27 (11%) did not proceed to HDM/SCT, either because of 
death (4%) or major toxicities (7%) . Deaths were associated with sudden 
cardiac arrest or irreversible congestive *heart* failure in 5 patients 
during *stem* *cell* *mobilization* with high dose G-*SCF*, or during or 
soon after apheresis for *stem* *cell* collection in 3 cases. Other 
causes of death included mesenteric vein thrombosis with sepsis and 
massive GI bleeding. Major morbidity occurred in 23 patients during 
*stem* *cell* ^mobilization* and collection; of these 18 did not 
proceeded to HDM/SCT. Morbid events included hypotension and/or 
arrhythmias during apheresis, catheter-related thromboses, GI bleeding, 
femoral artery embolus, and Klebsiella bacteremia. Sixteen deaths 
occurred during the *stem* *cell* transplant phase of treatment, 
primarily from cardiac events. There were 4 cardiac arrests leading to 
death during *stem* *cell* infusion, and 6 during the following 4 weeks. 
Other lethal events were GI perforation or hemorrhage and sepsis. During 
*stem* *cell* infusions, significant bradycardia and/or hypotension 
occurred in 8 patients, and 1 patient subsequently suffered an embolic 
CVA. As expected, the principal morbidity during the. . . 
...METHODS & EQUIPMENT: stem cell *mobilization*-- 




4/3, K/7 (Item 2 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts . reserv. 

13632681 BIOSIS NO. : 200200261502 

♦Cytokine* -*mobilized* *stem* *cells* traffic to infarcted hearts and 
regenerate functional *myocardi\im* resulting in improved survival. 

AUTHOR: Orlic Donald{a); Kajstura Jan; Chimenti Stefano; Limana Federica; 

Jakoniuk Igor; Quaini Federico; Nadal-Ginard Bernardo; Cline Amanda (a); 

Leri Annarosa; Bodine David(a); Anversa Piero 
AUTHOR ADDRESS.:— (•a-)-Na-t-ional'-Human -Genome^Resea*rch--fe«.fed^ , NI H , Bethesda , 

MD**USA-'^" 

JOURNAL: Blood 98 {11 Part 1) :p810a November 16, 2001 
MEDmyi : print 

CONreR'ENCJ /jplETING : 43rd Annual Meeting of the American Society of 
Hematology, Part 1 — Ori-a-ndc^JOorida , USA December 07-11^2'0'6l 



ISSN: 0006-4971 ^ 

RECORD TYPE: Abstract 
LANGUAGE: English 

*Cytokine*-*mobilized* *stem* *cells* traffic to infarcted hearts and 
regenerate functional *myocardium* resulting in improved survival. 

ABSTRACT: We recently demonstrated that LinNEG c-kitPOS bone marrow *stem* 
*cells* (BMSC) from adult mice injected into the healthy *heart* tissue 
bordering an infarcted area regenerate *myocardium* and improve the 
hemodynamic function of the damaged *heart* (Orlic et al . , Nature 2001). 
We have previously shown that 5 daily injections of peg-*stem* *cell* 
factor (rrSCF, 50 mug/kg/day) and granulocyte-colony stimulating factor 
(rhG-CSF, 200 mug/kg) resulted in a 250-fold increase in the absolute 
number of BMSC in the peripheral blood. In mice given an infarct during 
the period of *cytokine* injections, *mobili2ed* BMSC promoted repair of 
the *myocardial* infarct. At 27 days post-infarction, *mobili2ed* 
BMSC-mediated repair resulted in 73% survival (11 of 15 mice) versus 17% 
survival (9 of 52 mice) in non-treated controls. The regenerating 
*myocardium* occupied 76+-ll% of the infarct area consisting of 61+-12% 
new myocytes, 12+-5% new arterioles and capillaries and 3+-2% other 
components for. . . 



■vr 



..endothelial cells and 2.2-fold higher than vascular smooth muscle cells. 
Circulating red cells in developing arterioles suggested continuity with 
vessels in the spared *myocardium* . Cardiac ejection fraction was 48%, 



'62% and 114% higher in ^fctokine* -treated mice compared controls at 

days 9, 16 and 26. We hf^thesized that the regenerating^Krdiac myocytes 
and blood vessels were derived from *mobilized* hematopoietic *stem* 
*cells* (HSC) and not bone marrow stromal or mesenchymal *stem* *cells* 
or endothelial cell precursors. Since enrichment procedures cannot 
provide pure HSC populations, we proposed that gene marking represents 
the best approach to determine whether the HSC that give rise to blood 
cells are the same cells that regenerate infarcted *myocardium* . To test 
this hypothesis we reconstituted adult mouse bone marrow with HSC 
transduced with a retrovirus vector containing the gene encoding green 
fluorescent protein (GFP. . . 

. .Mac-1, B220 and TER-119 positive blood cells expressed GFP. On day 5 of 
an 8-day period of rrSCF and rhG-CSF- induced *mobilization* of BMSC into 
the peripheral blood, we ligated the coronary artery and 9 days later 
harvested healthy and infarcted *myocardium* for analysis by PCR. 
Southern blot analysis of bone marrow, spleen and thymus DNA revealed 5 
to 7 proviral inserts common to all hematopoietic cells indicating 
transduction of HSC. The GFP sequence was present in the regenerating 
infarcted region but not in healthy *myocardium* . These data indicate 
that regenerating cells in the *heart* were derived from the original 
transduced bone marrow cells. We are currently using inverse PCR to 
isolate DNA clones and determine whether the same insertion sites are 
present in hematopoietic and regenerating ^myocardial* cells. We conclude 
that ^mobilized* BMSC may provide a therapeutic strategy for repair of 
infarcted *myocardium* . 



4/3, K/8 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2003 BIOSIS. All rts. reserv. 

13569983 BIOSIS NO. : 200200198804 

Phenotypi c ang ^fuM tional characterization of a novel adult multipotential 
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Phenotypic and functional characterization of a novel adult multipotential 
CD34- stem cell subset from ^mobilized* peripheral blood. 

...ABSTRACT: culture with FLT3 ligand (FL) ) and interleukin-6 (IL-6) for 
3-5 weeks. These cells showed a distinct morphology and were negative for 
hematopoietic *stem* *cell* markers. However, only protoplasmatic 
protrusions of these cells expressed CD133 . After stimulation with *stem* 
*cell* factor (*SCF*) these cells entered the cell cycle and gave rise to 
the nonadherent CD34- cells that contained a *stem*-*cell* subset 
expressing CD133. Nonadherent CD34- cells did not show any in vitro 
clonogenic activity (no CFU-C or CAFCs generated) . However, 
transplantation of these cells... 

...our preliminary studies by using PCR-ELISA and immunostainings with 
tissue-specific monoclonal antibodies showed the presence of human cells 
in the liver, lungs, brain, *heart*, gut and striated muscle. This 
indicated that the transplanted nonadherent CD34- cells can repopulate 
these organs and have the capacity to differentiate into the tissues of 
mesodermal, ectodermal and endodermal origin. In conclusion, these cells 



il^^luripotent *stem* *cell* subsdj^B-i 



might represent an adul^^luripotent *stem* *cell* subsd^^-ith multiple 
differentiation capabi] 
DESCRIPTORS: 
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Normal donor bone marrow is superior to FltSUB3 ligand-*mobilized* bone 
xoarrow in prolonging heart allograft survival when combined with anti-CD401 
(CD154) 

Flt3 ligand (FL) administration markedly increases bone marrow (BM) 
*stem* *cells* and immature dendritic cells. We investigated the influence 
of CD40-CD4 0Li-gand {CD154) pathway blockade on antidonor immunity, 
*cytokine* production, microchimerism and *heart* graft survival in BALB/c 
(H2SUPd) recipients of fully allogeneic C57BL/10 (H2SUPb) FL-*mobilized* BM 
(FL-BM) or normal BM. Anti-CD40L mAb strongly suppressed antidonor T-cell 
proliferative responses in recipients of either normal or FL-BM, but... 

...activity, especially in recipients of FL-BM. Interestingly, CD40L 
blockade was more effective in recipients of multiple compared with single 
donor BM infusions. Anti-donor *cytokine* responses revealed complete 
impairment of IFN-gamma, IL-4 and IL-10 production in recipients of normal 
BM and CD40L mAb. By contrast, and in. . . 

. . .produce IFN-gamma CD4 0-CD4 0L blockade did not promote microchimerism, as 
evidenced by immunohistology and real time polymerase chain reaction. 
Nevertheless, anti-CD40L mAb enhanced *heart* allograft survival in 
recipients of FL-BM, but the effect was inferior to that achieved with 
normal BM. These data provide insight into the influence. . . 
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Erythropoietin (EPO) , originally identified for its critical hormonal 
role in promoting erythrocyte survival and differentiation, is a member of 
the large and diverse *cytokine* superfamily. Recent studies have 
identified multiple paracrineautocrine functions of EPO that coordinate 
local responses to injury by maintaining vascular autoregulation and 
attenuating both primary (apoptotic) and secondary (inflammatory) causes of 
cell death. Experimental evidence also supports a role for EPO in *repair* 
and regeneration after brain and spinal cord injury, including the 
recruitment of *stem* *cells* into the region of damage. Tissue expression 
of the EPO receptor is widespread, especially during development, and 
includes the *heart* . However, it is currently unknown as to whether EPO 
plays a physiological function in adult *myocardial* tissue. We have 
assessed the potential protective role of EPO in vitro with adult rat 
cardiomyocytes , and in vivo in a rat model of *myocardial* infarction with 
reperfusion. The results show that EPO markedly prevents the apoptosis of 
cultured adult rat myocardiocytes subjected to 28 h of hypoxia ( 
approximately 3 . . . 

. . . normalize hemodynamic function within 1 week after reperfusion. These 
observations not only suggest a potential therapeutic role for recombinant 
human EPO in the treatment of *myocardial* ischemia and infarction by 
preventing apoptosis and attenuating post infarct deterioration in 
hemodynamic function, but also predict that EPO is likely a 
tissue-protective *cytokine* in other organs as well. 
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Upregulation of intragraft interleukin-10 by infusion of granulocyte 
colony- stimulating f actor-*mobilized* donor leukocytes. 

We examined the effects of granulocyte colony-stimulating factor (G-CSF) - 
*mobilized* donor leukocyte infusion (G-DLI) on facilitation of allograft 
survival using *heart* transplantation from DA to Lewis rats that were 
transiently treated with tacrolimus (2 mg/kg i.m. on day 0). Other DA rats 
were given G-CSF (250 microg/kg/day s.c. from days -5 to 0), and isolated 
leukocytes were infused into Lewis recipients after surgery. *Cytokine* 
mRNA levels were quantified by reverse transcription and real-time 
polymerase chain reaction. After G-CSF treatment, leukocytes in circulation 
increased by 7 . 6 times... 

. . . DLI facilitated graft survival dose-dependently . Significant IL-10 mRNA 
upregulation was detected in grafts 24 h after surgery but not in the 
recipient's *heart* , spleen, or liver. On day 6, IFN-gamma and IL-2 mRNA 
levels were approximately half those of the control levels. 
Allograf t-restricted IL-10 upregulation followed by type-1 *cytokine* 
downregulation can be achieved by the use of G-DLI . 

Cytokines- -genetics- -GE; Hematopoietic Stem Cell *Mobilization* ; 
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... by activation of the vascular endothelium and monocyte- macrophage 
system. Both are associated with the formation of inflammatory cytokines, 
the primary mission of which is *mobilization* of the organism to cope with 
the infection. The so-called acute stage response develops with typical 
clinical manifestations and laboratory values. When it is... 
. ..system can be highly toxic for the organism and can lead to the syndrome 
of multiorgan failure, to disseminated intravascular coagulation, to 
depression of the ^myocardium* , refractory vasodilatation, hypertension and 
septic shock. The compensatory antagonistic mechanism which develops due to 
the formation of ant i- inflammatory cytokines leads sometimes to the 
development . . . 

... which is most favourable from the prognostic aspect. In case of their 
excess however immunodepression develops which is equally dangerous for the 
patient as excessive *cytokine* activity. From what has been said ensues 
the need of regular monitoring of patients with sepsis and thus also 
detailed investigation of their immune system. 



11/3, K/3 (Item 3 from file: 155) 

DIALOG (R) File 155: MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts . reserv. 

11367522 98248236 PMID: 9588822 

*Heart* EC respond heterogeneous on ^cytokine* stimulation in ICAM-1 and 
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*Heart* EC respond heterogeneous on ^cytokine* stimulation in ICAM-1 and 
VCAM-1, but not in MHC expression. A study with 3 rat *heart* endothelial 
cell (RHEC) lines. 

*Cytokine* -induced expression of ICAM-1, VCAM-1, and MHC class I and II 
was studied at different time points in microvascular endothelial cells 
(EC) of *heart* origin, using three different rat endothelial cell (RHEC) 
lines that were stimulated with TNFalpha and/or IFNgamma. Each of the three 
RHEC lines responded to. . . 

... ICAM-1, but strong induction of VCAM-1. For P-selectin induction, no 
such differences were found between the RHEC lines. These heterogeneous 
effects of *cytokine* stimulation could neither be explained by differences 
in *mobilization* of calcium nor by ultra-structural differences between 
the lines. Stimulation of the RHEC lines for ICAM-1 and VCAM-1 or MHC class 
II . . . 

. . . results from intrinsic regulation mechanisms in the cell cultures, and 
not from the presence of particular EC subpopulations within the lines. We 
conclude that microvascular *heart* endothelial cells, as represented by 
the 3 RHEC lines, demonstrate a selective heterogeneity in expression of 
ICAM-1 and VCAM-l, but not of MHC class I and II, upon *cytokine* 
stimulation. The consequences of this heterogeneity for 

leukocyte -endothelial cell interactions in *heart* inflammation and immune 
reactivity is discussed. 
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Molecular and cellular biology o£ mast cells and basophils. 
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...expression in human Fc epsilonRI+ cells. Some of these studies imply a 
role for NFAT and GATA family members in the IgE-mediated activation of 
^cytokine* gene transcription in basophils and mast cells. Studies of human 
basophils and mast cells isolated from different anatomic sites have 
established the different profiles of eicosanoids released by these cells. 
Recently, the characterization of arachidonic acid pools and the 
identification of novel enzymes involved in arachidonate remodeling and 
♦mobilization* clarified in part how eicosanoid productions is regulated in 
mast cells and basophils. In addition to histamine, human mast cell 
secretory granules contain the neutral... 

. . . particular, tryptase may play a role as a fibrogenic factor and chymase 
might convert angiotensin I to angiotensin II. Mast cells are present in 
human *heart* and in human coronary arteries raising the possibility that 
local activation of cardiac mast cells might contribute to certain 
cardiovascular diseases. Recent evidence also suggests... 
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Exercise- induced increase in serum interleukin-6 in humans is related to 
muscle damage. 
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1. This study was performed to test the hypothesis that the 
exercise-induced increase in circulating *cytokine* levels is associated 
with muscle damage. Nine healthy young male subjects performed two 
high- intensity bicycle exercise trials separated by two weeks. The first 
trial . . . 

. . . whereas the second consisted of 30 min of braking with reversed 
revolution (eccentric exercise) . The work loads were chosen to give the 
same increases in *heart* rate and catecholamine levels in the blood during 
each trial. 2. Significant increases (P < 0.05) in plasma concentration of 
creatine kinase (CK) , aspartate aminotransferase... 

...eccentric exercise caused a more pronounced increase in the plasma level 
of IL-6, compared with concentric exercise, supports the hypothesis that 



the post -exercise *cyt^^ne* production is related ^^skeletal muscle 
damage. The fact that^^o differences between eccentric and concentric 
exercise were found in the recruitment of most blood mononuclear cell 
subsets to the blood supports the hypothesis that the exercise- induced 
increase in plasma catecholamines is a major determinant of the 
^mobilization* of these cells into the blood. However, as eccentric 
exercise caused a more pronounced increase in the concentration of NK cells 
and CD8+ cells, factors... 
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... n-6 fatty acids are claimed to have immunomodulating properties. The 
impact of nutritional variations on transplant rejection was therefore 
studied in the heterotopic rat *heart* allotransplant model with particular 
focus on lipids. Twenty per cent fat emulsions with differing n-3/n-6 fatty 
acid ratios were continuously infused (9... 

... effect of lipids. Both n-6 and n-3 fatty acids, if applied as the main 
fatty acid source, exert immunosuppressive effects by diminished 
infiltration, *mobilization* and *cytokine* release by immunocompetent 
cells. A n-3/n-6 fatty acid ratio of 1/2 proved to be immunologically 
neutral. The recipient's disposition to... 
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Left ventricular remodeling is a major cause of progressive *heart* 
failure and death after *myocardial* infarction. Although neoangiogenesis 
within the infarcted tissue is an integral component of the remodeling 
process, the capillary network is unable to support the greater demands of 
the hypertrophied *myocardium* , resulting in progressive loss of viable 
tissue, infarct extension and fibrous replacement. Here we show that bone 
marrow from adult humans contains endothelial precursors with. . . 

. . . that these can be used to directly induce new blood vessel formation in 
the infarct-bed (vasculogenesis) and proliferation of preexisting 



vasculature {angiogenesi^^af ter experimental *myocardial^^nfarction. The 

neoangiogenesis resulted^PPn decreased apoptosis of hypercrophied myocytes 
in the peri -infarct region, long-term salvage and survival of viable 
*myocardium* , reduction in collagen deposition and sustained improvement in 
cardiac function. The use of *cytokine*-*mobilized* autologous human 
bone-marrow-derived angioblasts for revascularization of infarcted 
^myocardium* (alone or in conjunction with currently used therapies) has 
the potential to significantly reduce morbidity and mortality associated 
with left ventricular remodeling. 
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BACKGROUND: Previous studies showed that an intravenous infusion of donor 
blood cells facilitates tolerance to ACI *heart* allografts in Lewis rat 
hosts given posttransplant total lymphoid irradiation (TLI) and 
ant i- thymocyte globulin (ATG) . The object of the current study was to 
compare tolerance induction using donor cells that do or do not induce 
chimerism. METHODS: Normal peripheral blood mononuclear cells (PBMC) , 
granulocyte colony-stimulating factor (G-CSF) -*mobilized* PBMC, and bone 
marrow (BM) cells from ACI donors were tested for their capacity to prolong 
ACI *heart* allograft survival in Lewis hosts. Chimerism, anti-donor cell 
reactivity, and *cytokine* gene expression in grafts were determined. 
RESULTS: Intravenous injections of equal numbers of all three donor cells 
markedly prolonged graft survival (median: >164 to >175... 

. . . was determined by immunof luorescent staining in hosts bearing long-term 
(> 150 days) grafts. Although no chimerism was detected in hosts given 
normal or G-CSF-*mobili2ed* PBMC, chimerism was detected at variable levels 
in all hosts given BM cells. Vigorous anti-donor reactivity in the mixed 
leukocyte reaction was present only. . . 

... normal ACI PBMC developed chronic rejection, but those from hosts given 
ACI BM cells did not. The latter hosts showed the lowest levels of 
intragraft *cytokine* mRNA. CONCLUSIONS: Chimeric tolerance is more robust 
than non-chimeric tolerance in the model of posttransplant TLI, ATG, and 
donor cell infusion, and is associated. . . 
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^Cytokine* -mediated ^mobilization* of bone marrow cells repairs the 
infarcte'd *heart* improving function and decreasing mortality. 
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Infusion of G-CSF-*mobilized* donor leukocytes into transiently 
tacrolimus -treated recipients upregulates IL-10 production and 
dovm-recfulates expression of inflammatory cytokines in heart allografts. 

...ABSTRACT: type 1 to type 2, we examined the effects of combination 
therapy using donor treatment with G-CSF and recipient treatment with 
tacrolimus on rat *heart* allograft survival. Lewis recipients (RTll) 
were given a single i.m. injection of 2 mg/kg tacrolimus before starting 
heterotopic transplant of DA hearts (RTla... 

...of 125 mug/kg twice a day for 5 days, and isolated leukocytes were 

infused to the recipients after surgery. Infusion of DA G-CSF- *mobilized* 
leukocytes dose-dependently facilitated graft survival prolongation in 
the tacrolimus-treated recipients, while all recipients given DA normal 
blood died of severe diarrhea within 6 days. G-CSF-*mobilized* leukocytes 
secreted 6-times higher levels of IL-10 after LPS stimulation in vitro 
than did untreated rat leukocytes. Flow cytometry with intracellular 
IL-10 staining demonstrated that phenotype of the major subset producing 
IL-10 is CD llb/c+ NKR-PlAlow. Expression levels of *cytokine* mRNA in 
*heart* allografts were comparatively quantitated by reverse 
transcription followed by real-time PGR. IL-10 mRNA levels at 24 hours 
after surgery were 4 -times higher in the recipients given the ^mobilized* 
leukocyte infusion than those of the controls. Significant IL-10 
upregulation was not detected in the spleen, liver or circulating 
leukocytes though 51Cr-labeled G-CSF-*mobilized* DA leukocytes 
accumulated to such sites as well as the *heart* graft. Gene expressions 
of IL-2, IFN-gamma and IL-4 were below the normal *heart* levels by 
treatment with tacrolimus only, and IL-12 p35 was remarkably 
down -regulated by addition of G-CSF-moblized leukocyte infusion. On day 
6, the expression levels of IFN-gamma and IL-2 in the ^mobilized* 



leukocyte- infused grouj^^emained half or lower than the^Bntrol levels. 
Allograf t-specif ic IL-^^dominant upregulation followed Dy downregulat ion 
of rejection-associated type-1 cytokines and graft survival prolongation 
can be achieved by combination therapy using tacrolimus treatment of the 
recipient and infusion of donor-type G-CSF-*mobilized* leukocytes. 
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ABSTRACT: Background: Previous studies showed that an intravenous infusion 
of donor blood cells facilitates tolerance to ACI *heart* allografts in 
Lewis rat hosts given posttransplant total lymphoid irradiation (TLI) and 
ant i- thymocyte globulin (ATG) . The object of the current study was to 
compare tolerance induction using donor cells that do or do not induce 
chimerism. Methods: Normal peripheral blood mononuclear cells (PBMC) , 
granulocyte colony-stimulating factor (G-CSF) -*mobili2ed* PBMC, and bone 
marrow (BM) cells from ACI donors were tested for their capacity to 
prolong ACI *heart* allograft survival in Lewis hosts. Chimerism, 
anti-donor cell reactivity, and *cytokine* gene expression in grafts were 
determined. Results: Intravenous injections of equal numbers of all three 
donor cells markedly prolonged graft survival (median: > 164 to > 175... 

. . .determined by immunof luorescent staining in hosts be aring long-term (> 
150 days) grafts. Although no chimerism was detected in hosts given 



normal or G-CSF-*mobili^fc* PBMC, chimerism was detected^^ variable 
levels in all hosts givH^BM cells. Vigorous anti-donor reactivity in the 
mixed leukocyte reaction was present only. . . 

.normal ACI PBMC developed chronic rejection, but those from hosts given 
ACI BM cells did not. The latter hosts showed the lowest levels of 
intragraft *cytokine* mRNA. Conclusions: Chimeric tolerance is more 
robust than non-chimeric tolerance in the model of posttransplant TLI , 
ATG, and donor cell infusion, and is associated. . . 
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ABSTRACT: 1. This Study was performed to test the hypothesis that the 

exercise- induced increase in circulating *cytokine* levels is associated 
with muscle damage. Nine healthy young male subjects performed two 
high- intensity bicycle exercise trials separated by two weeks. The first 
trial . . . 

. . .whereas the second consisted of 30 min of braking with reversed 

revolution (eccentric exercise) . The work loads were chosen to give the 
same increases in *heart* rate and catecholamine levels in the blood 
during each trial. 2. Significant increases (P It 0.05) in plasma 
concentration of creatine kinase (CK) , aspartate. . . ■ 

...eccentric exercise caused a more pronounced increase in the plasma level 
of IL-6, compared with concentric exercise, supports the hypothesis that 
the post-exercise *cytokine* production is related to skeletal muscle 
damage. The fact that no differences between eccentric and concentric 
exercise were found in the recruitment of most blood mononuclear cell 
subsets to the blood supports the hypothesis that the exercise- induced 
increase in plasma catecholamines is a major determinant of the 
^mobilization* of these cells into the blood. However, as eccentric 
exercise caused a more pronounced increase in the concentration of NK 
cells and CD8+ cells, factors... 
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1. This study was performed to test the hypothesis that the 
exercise- induced increase in circulating *cytokine* levels is associated 
with muscle damage. Nine healthy young male subjects performed two 
high-intensity bicycle exercise trials separated by two weeks. The first 
trial . . . 

. . .whereas the second consisted of 30 min of braking with reversed 
revolution (eccentric exercise) . The work loads were chosen to give the 
same increases in *heart* rate and catecholamine levels in the blood during 
each trial. 2. Significant increases (P < 0.05) in plasma concentration of 
creatine kinase (CK) , aspartate aminotransferase... 

...eccentric exercise caused a more pronounced increase in the plasma level 
of IL-6, compared with concentric exercise, supports the hypothesis that 
the post-exercise *cytokine* production is related to skeletal muscle 
damage. The fact that no differences between eccentric and concentric 
exercise were found in the recruitment of most blood mononuclear cell 
subsets to the blood supports the hypothesis that the exercise- induced 
increase in plasma catecholamines is a major determinant of the 
*mobilization* of these cells into the blood. However, as eccentric 
exercise caused a more pronounced increase in the concentration of NK cells 
and CD8+ cells, factors. . . 
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Endothelial cells (EC) are important regulatory cells in physiology and 
pathology, in vitro studies with rat EC from *heart* tissue are hampered by 
laborious isolation and purification procedures, low yield, and limited 
lifespan of the cells. Therefore, it is essential to obtain long-term 
*heart* EC lines that offer a more adequate in vitro system for studying 
rat *heart* EC. An ex vivo perfusion model was used to isolate EC from rat 
*heart* . Isolation and culture conditions were modified to allow 
spontaneous development of immortalized rat *heart* EC (RHEC) lines. 
Produced cell lines were tested for endothelial nature using a panel of 
markers. The selected RHEC lines were subsequently tested for a... 

. . .All three lines expressed major histocompatibility complex (MHC) class I 
but no MHC class II. Intercellular adhesion molecule 1 was only expressed 
by RHEC-3 . *Cytokine* stimulation induced vascular cell adhesion molecule 1 
in RHEC-3 and RHEC-11 as well as MHC class II in all three lines in 
different quantities. The phenotypic characteristics of the different RHEC 
lines resembled the *myocardial* microvascular endothelium in situ. The 
three lines expressed angiotensin-converting enzyme, and they responded to 
histamine and ATP but not to thrombin and bradykinin. They. . . 

...prostaglandin E2 . Therefore, we conclude the following. 1) The described 
isolation and culture technique is successful for production of spontaneous 
stable EC lines from rat *heart*. 2) RHEC-3, -10, and -11 can be considered 



a series of different li^^ representative of the heterog ity of *heart* 
microvascular endotheliui^?n vivo. 3) The RHEC lines offer a series of 
valuable tools to study various *heart* EC functions and mechanisms in 
physiology and pathology. 
MEDICAL DESCRIPTORS: 
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journal ; rat 
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. . . regeneration of fiinctional cardiac muscle after an ischemic insult to 
the heart could be achieved by either stimulating proliferation of 
endogenous mature cardiomyocytes or resident *cardiac* *stem* *cells* or by 
implanting exogenous donor-derived or allogeneic cells such as fetal or 
embryonic cardiomyocyte precursors, bone marrow derived mesenchymal stem 
cells, or skeletal myoblasts... 
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Over the past several years many mechanisms by which myocardial 
replacement could be achieved have been described. These include resident 
*cardiac* *stem* *cells* or circulating stem cells that can either 
differentiate into, or fuse to cardiomyocytes , or mature cells that can 
transdif f erentiate into cardiomyocytes. However, the fact remains... 
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Stem cells- -clinical application and perspectives. 
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...can repopulate infarcted rodent myocardium and differentiate into both 
cardiomyocytes and new blood vessels. CONCLUSION: These data, coupled with 
the identification of a putative primitive *cardiac* *stem* *cell* 
population in the adult human heart, may open the way for novel therapeutic 
modalities for enhancing myocardial performance and treating heart failure. 
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♦Cardiac* *stem* *cells*. 

. . . cells can repopulate infarcted rodent myocardium and differentiate 
into both cardiomyocytes and new blood vessels. These data, coupled with 
the identification of a putative primitive *cardiac* *stem* *cell* 
population in the adult human heart, may pave the way for novel therapeutic 
modalities for enhancing myocardial performance and treating end- stage 
cardiac disease. Copyright... 
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... goal. Unbeknown to us, however, myocyte regeneration may accomplish 
just that. Continuous cell renewal in the adult myocardium was thought to 
be impossible, but multipotent *cardiac* *stem* *cells* may be able to 
renew the myocardium and, under certain circumstances, can be coaxed to 
repair the broken heart after infarction. t 
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.ABSTRACT: spared wall, confirming that the new cells are anatomically 



and functionally well differentiated myocytes. Thus, the^Bimitive 

cardiac cells exhibit t^^properties expected for a *car^rac* *stem* 
*cell*: self -renewal , multipotency and clonogenicity . The existence of 
*cardiac* *stem* *cells* opens a new view of cardiac homeostasis. 
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